1 (AR-148), 2, 3, 4, 5 [1] [2] are known compounds and were synthesized according to the literature. Reactions were monitored by thin-layer chromatography on 0.25 mm silica gel plates (60 F254) using UV light as a visualizing agent. Column chromatography was performed on Kieselgel 60 (70−230 mesh ASTM) or Davisil LC 60 A (230−400 mesh) using ethyl acetate/hexane as eluting solvents.
1 H NMR and 13 C NMR spectra were recorded using Varian Gemini 200 or Bruker Avance 300 or 500 MHz spectrometers in the solvent indicated. Coupling constants (J) are given in Hertz. The infrared spectra were recorded with a Perkin-Elmer 16 PC FT-IR spectrometer using NaCl disks for liquid samples and tablets of KBr for solid samples. The low resolution mass spectra were recorded in electron impact on a Fisons MD800 spectrometer and electrospray ion trap with Finnigan LCQ ADVANTAGE Thermo spectrometer. Melting points were determined on a Buchi 530 melting point apparatus and are uncorrected. Chiral HPLC analyses were performed with a Jasco PU-980 pump equipped with a UV-vis detector Jasco UV-975 (wavelength: 220 nm) and Phenomenex Lux Amylose-2 column (4.6 × 150 mm, 5 μm). Preparative HPLC was performed with a 1525 Extended Flow Binary HPLC Pump, equipped with a Waters 2489 UV-vis detector and a Phenomenex Lux Amylose-2 column (21.2 × 250 mm) at a flow rate of 15 mL/min. Rotary power determinations were carried out with a Jasco P-1010 spectropolarimeter coupled with a Haake N3-B thermostat.
Experimental Procedures and Characterizations
Ethyl (1S*,2R*,3S*,4S*,5S*)-2-amino-5-(3-aminophenyl)-3-(phenylthio)bicyclo[2. n-hexane) and 1 H-NMR analysis until completion. Solvent was removed under reduced pressure and, after deactivation of silica gel with a solution EtOAc : n-hexane = 1 : 5 + 10%
of TEA, the crude was purified using flash chromatography EtOAc : n-hexane = 1 : 4 to give two fractions containing compound 9 and compound 10 in pure form. Total Yield= 90%. 
Cell Culture and G-LISA assay.
Human SMCs (A617 from human femoral artery) were grown in monolayers at 37 °C in a humidified atmosphere of 5% CO 2 in DMEM supplemented with 10% (v/v) FCS, 100 U/mL penicillin, 0.1 mg/mL streptomycin, and nonessential amino acids. The medium was changed every third day. For the experiments cells were seeded at a density of 2 ×105/35 mm Petri dish and incubated with DMEM supplemented with 10% FCS; 24 h later the medium was changed to one containing 0.4% FCS, and the cultures were incubated for 48 h.
At this time, the compounds were added to the cultured medium, and after 4 h the intracellular amounts of Rac1−GTP were determined by using the G-LISA assay, as previously described [1] Reaction condition optimization for Heck Hydroarylation phosphine free protocol The ratio 3:4 are referred to isolated compounds and has been estimated as reported in our previous work. [1] Reaction condition optimization for Heck Hydroarylation on amine substrate Table 2 
